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Recommendations

1. The three-generation reproduction study in rats with pydrin (SD-43773)
is acceptable as core-minimum data. The NQEL for reproductive
parameters is considered to be 250 ppm. The NOEL for systemic
toxicity in the parents is considered to be 25 ppm based on the
reduced mean body weight of the F2b parents at the high dose level.

2. The Determination of S0-43775 in the hamster diet shows that ciet
Jrenaration was arenared according o soecificatiaons.

Saviaw
Thres-ceneration leorcducticn Ituay in Rats (L3L Irglect No. 25<C, Final
renor® submittad Oct. 24, 1977, revised Fep. 1978)

as* Material: SD-43775 Technical, Code 6-1-3-1; golden brown, highiy
viscous liquid, Q% %

The test material was incoroocatad into the Jiet 4f wedniing rats Snrague-
Jawiey ar 1ﬁin\ for nine weexs crigr *0 zeiectiin aV ne (ﬁﬂ) parent
generat 1on. Tha experimentai design 3nc dose jevals ara oitlined telew
for the Fy generation: ’

‘r

Mumber of Rats Cietary ‘evel
Group No. Male remaie pom
1 {yehicle control) 11 22 0
2 11 22 1
2 11 22 5
1 13 22 25
5 i1 22 250
Two females and cne maie from tne same treatient group were ‘housed tcgether
for mating and a similar arrangement was implemented for succeeding Zenera-
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The ¥ollowing infermation was colleczed cn aach Tic=ar: -~ 3z-z2 3f deiivery,
ignormaiities 2t IirTh, Tive and Zezad 2ucs - Jays o, I znc 21, Sax rzzia -
Jay 1, 3 anc 21, Zcdy eignts zv Ii::er - an and 71, ;énefai zopearangs
nrougrout nurs.ng. AT Teast 1D males ina 10 famaie F-C weaniings from
23Cn treaiment groud wera necropsied. All parent generaticns were

necropsied. From tne F3b weanlings, the brain, heart, liver, and Kidneys
were weighed. These plus the following tissues were preserved in 10%
buffered formalin:

thyroid ' prostats

spleen pancreas

adrenal gland mesentearic iympn nodes
testes’ ' ovariss

utarus avideg:

smai: intaestine : stomacn

Lung

Tissues frem 'OmafTE and 10 femaie weanlings of eacn Zese Irsup were
suomitteq to A.A. Stein, M.D., Microscopy for 33 oicgicai Researzh, LTGD,
Albany, N.Y., for histopathologic evaluaticn:

Results: CSamples of orepared experimental diets were 9e**od1cal]y sent to

the Sconscr for chemical ana]vs1< of the test compouna. Resuits ars

summarized delow:

- shcwed no dose response reiationship in the h

Jesirad Jcsa2 Laval (com) Actual !ppm) 2anaa (aom) €ample siza
i 1.2 J.587-2.5 26
5 5.1 4.2-8.5 18
25 25.0 14.C-43.9 19
50 260.0 10-310 19

First generation {Parents FO - Gf“spring Fla and F,b)

No remarxible effects noted in F, parents at treatment or nscrodsy. No

effect on reproductive parameter? 1n Fia and Flb Titters, except an apparent

decreased fertility in femalss at 1 ppi dosa 13vel. However, this effact
1gher trsziment groups during

the Fy generaticn.
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The general appearancs and cehavior of the parent rats 9t the secaend
generation were judged to reflect no compound - related effect. The
necropsy of the Fib parents demonstrated a frequency of kidney changes
(mottled, pale appearance) suggestive of a compound - related response;
no effect on reproductive parameters in Fya and F,a Titters except an
apparent decrsasa in female fertility of the law.Tevel (1 ppm) test
group. Since a dose - response relationship was not involved, this
reduced reproductive capacity was not judged to Se compound dnducad.

Third generation {Parents Fyb - Offspring Fia and 7;b)

The 1e r ,oc/ weignts 3f <he carents 37 the thirc generation 'Foo zcuizs!
raves; 3 signifizant raduction 2T Tne afgn Tevel {230 Zom) wnén contrg
ind -reatea qrouss «erstJared. The recropsy OF 723 Jarants ravead’ad

aross kidney cnanges similar <o cnanges notad in Ine 1D darenis. -rowever
the distribution with regard to dose was not judged to de consistent with
a compound - related change. No effect on reproductive parameters in the
Fia and F3b litters except an apparent decrease in female fertility of the
Tow level (1 ppm) test group. Since a dose-response relationship was not
involved, this reduced reoroductive capacity was not judged to Se compound
induced. Histopathoiogical sxamination of the F;d weanling Was unremarkaoie.

Conclusicn: The NOEL for ranraductive narameters is considered to be the
nign-dcse tevel /230 som). The NOEL Tor systemic zoxicity of the zarents s
~~n5'*ered,°ran <re avicences of soay weignt loss ST the 730 arsnis, 5 e
25 scm.  Tne sysTamic toxigity aftfect ooserveg in Ine Fp0 parents s avi-
denca tnat the aignest dose level produceg a Toxic 2ffect.

Classifica 1on. Cora-Minimum Data
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